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AB Title compds. I [X = CH2 or C(0); Y = 0 or S ; RIO = alkyl, alkoxy, 

(un) substituted alkyl- (5- to 1 O-membered heteroaryl or heterocycle ) , 
alkyl- (5- to 1 O-membered aryl), or alkyl-C0-0-R12 , wherein R12 = H or 
alkyl; Rll = H or alkyl], and their pharmaceutically acceptable salts, 
solvates, stereoisomers, or prodrugs, are prepared and disclosed for 
preventing or treating diseases or conditions related to an abnormally 
high level or activity of TNFa. Thus, e.g., II was prepared by 
condensation reaction of 3- ( 5-aminomethyl-l-oxo-l , 3-dihydroisoindol-2-yl ) 
piperidine-2 , 6-dione hydrochloride with 4-chlorophenylacetyl 
chloride. II exhibited IC50 value of in the range of 0.002 to 15 |iM in 
TNFa inhibition assay in PMBC. As TNFa inhibitors, I and 
pharmaceutical compns. comprising them are useful for treating or 
preventing diseases, e.g. cancer, angiogenesis, pain, macular 
degeneration, etc. 
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AB The invention is directed to synthetic cytoskeletal active compds . that 

are inhibitors of Rho-associated protein kinase and to pharmaceutical compns. 
comprising such compds. and a pharmaceutically acceptable carrier. The 
invention is addnl. directed to a method of preventing or treating 
diseases or conditions associated with cytoskeletal reorganization. The 
method treats increased intraocular pressure, such as primary open-angle 
glaucoma. The method comprises a therapeutically effective amount of a 
cytoskeletal active compound of formula I, wherein said amount is effective to 
influence the actomyosin interactions, for example by leading to cellular 
relaxation and alterations in cell-substratum adhesions. Compds. of 
formula I [Q = CO, S02 or (CR4R5)n; m = 1-3; p = 1-2; n = 0-3; R2 = 
(un) substituted indazolyl, isoquinolinyl, pyridinyl, etc.; Ar = monocyclic 
or bicyclic aryl or heteroaryl; X = Y-Z; Y = OR8, NR8R9, SR8, SOR8, etc.; 
Z = absent; R3, R4 and R5 independently = H, (un) substituted alkyl, 
alkenyl, alkynyl, cycloalkyl, etc.; R8 and R9 independently = H, 
(un) substituted alkyl, alkenyl, alkynyl, aryl, etc.], and their 
pharmaceutically acceptable salts, are prepared and disclosed. Thus, e.g., 
II was prepared by reductive amination of 4- (methylthio ) benzaldehyde with 
2 , 2-dimethyl-l- [ 5- [ ( piper idin-3-yl ) amino] -lH-indazol-l-yl ] propan-l-one 
(preparation given) followed by BOC-deprotection . I were evaluated for their 
ROCK2 inhibitory activity in Rho kinase inhibition assay. From the assay, 



I demonstrated the ability to inhibit R0CK2 in vitro with IC50 value of < 
10 (xM, e.g., II showed IC50 of 65.8 nM. 
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AB Title compds. I [Rl = H, halo, (CH2)nOH, (un) substituted alkyl, etc.; R2 = 
H, (CH2)nOH, Ph, alkoxy, (un) substituted alkyl; R3 = H or (un) substituted 
alkyl; n = 0 to 2], and their pharmaceutically acceptable salts, are 
prepared and disclosed as therapeutic agents. Thus, e.g., II was prepared by 



condensation of 2-amino-6-methylbenzoic acid with 

3-aminopiperidine-2 , 6-dione hydrochloride followed by heterocycli zation 
with tri-Me orthof ormate . I were evaluated in TNFa inhibition 
assays (no data given) . I were disclosed as therapeutic agents for 
cancer, disorders associated with angiogenesis , pain, macular degeneration or 
related syndromes, skin disease, pulmonary disorder, asbestos-related 
disorder, parasitic disease, etc. 
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and anti-angiogenic activities. The preparation of these compds. is given. 
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AB The present invention is related to a compound of formula G-Z-A-Ar-Y- 1 ? 

(I), wherein A is a nonarom. heterocyclic ring.; Ar is either absent or 
phenylene; G is a radical containing one or more moieties selected from the 
group consisting of NH, OH and a basic moiety; Z and Y are alkyl chains 
containing O, S, N, etc.; f is a radical of general formula 
C (Rl) -C (R4) (COR3) -Q-R2 (wherein Rl is H alkyl, cycloalkyl, etc., R2 is a 
hydrophobic moiety; R3 is OH C1-C8 alkyloxy, and aryl C0-C6 alkyloxy; R4 
is H, halo, or C1-C4 alkyl; Q is CO, CS, etc.). The compds . are 
inhibitors of integrins, especially antagonists of the fibronectin receptor 
a5pi, useful as anti- angiogenic agents. Preparation of I 
is exemplified. For example, II was prepared in a multistep synthesis 
involving the key step of reacting 

3- ( 4-boronophenyl ) -2- (2,4, 6-trimethylbenzoylamino) propionic acid and 
( 4-methylpyridin-2-yl ) piperidin-4-ylmethylcarbamic acid tert-Bu 
ester. In an a5pi-f ibronectin binding assay, II had an IC50 of 
< 100 nM. I can comprise a further moiety, preferably a moiety which is 
selected from the group comprising a targeted moiety, a delivery moiety, 
and a detection moiety. 
OSC.G 1 THERE ARE 1 CAPLUS RECORDS THAT CITE THIS RECORD (1 CITINGS) 

RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 




0 



II 



ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 6 OF 26 CAPLUS COPYRIGHT 2009 ACS on STN 
AN 2007:538388 CAPLUS 
DN 146:521787 

TI Thiazoles as inhibitors targeting resistant and kinase mutations and their 

preparation and use in the treatment of angiogenic-associated or 

hematological disorders 
IN Cao, Jianguo; Hood, John; Lohse, Dan; Mak, Chi Ching; Mc Pherson, Andrew; 

Noronha, Glenn; Pathak, Ved; Renick, Joel; Soil, Richard M. ; Zeng, Bingi; 

Chow, Chun; Palanki, Moorthy; Dneprovskaia, Elena 
PA Targegen, Inc., USA 
SO PCT Int. Appl., 93 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2007056023 




A2 




20070518 




wo ; 


2006- 


-US42697 




20061031 


WO 


2007056023 




A3 




20071018 




















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


, BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


, EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 




GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL 


, IN, 


IS, 


JP, 


KE, 


KG, 


KM, KN, 




KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


, LU, 


LV, 


LY, 


MA, 


MD, 


MG, MK, 




MN, 


MW, 


MX, 


MY, 


MZ , 


NA, 


NG, 


NI, 


NO, 


, NZ, 


OM, 


PG, 


PH, 


PL, 


PT, RO, 




RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


, sv, 


SY, 


TJ, 


TM, 


TN, 


TR, TT, 




TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


, ZW 














RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE 


, ES, 


FI, 


FR, 


GB, 


GR, 


HU, IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT 


, RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML 


, MR, 


NE, 


SN, 


TD, 


TG, 


BW, GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ 


, TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AP, 


EA, 


EP 


, OA 












us 


20070149508 




Al 




20070628 




us : 


2006- 


•591076 




20061031 


us 


20070161645 




Al 




20070712 




us : 


2006- 


•591252 




20061031 


US 


2005-733115P 




P 




20051102 



















ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OS MARPAT 146:521787 



N g I 




AB A compound is provided, having the general structure I. Compds . of formula 
I wherein L is substituted (hetero) aryl; A is (un) substituted 



(hetero) aryl; Y is CH2CH2 and CH=CH; are claimed. The compound I can be 
used for treatment of various angiogenic-associated or hematol. 
disorders, such as myeloproliferative disorders in patients who do not 
respond to kinase-inhibition therapy that comprises administering 
currently used medications. Example compound II was prepared by coupling of 
5- ( (E) -4-methoxystyryl) thiazol-2-amine with tert-Bu 
4- ( 4-bromophenylsulf onyl ) piperidine-l-carboxylate . All the 
invention compds . were evaluated for their kinase activity (data given). 
OSC.G 6 THERE ARE 6 CAPLUS RECORDS THAT CITE THIS RECORD (12 CITINGS) 
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AB Preparation and compns. of benzo (c) chromen-6-ones and methods for preventing 
and/or treating skin diseases associated with cellular proliferation and/or 
angiogenesis are provided. Skin diseases that are the object of the 
present invention include, but are not limited to psoriasis and atopic 
dermatitis, as well as skin aging providing anti-aging benefits which 
results in reduced appearance of wrinkles and aged skin, improved skin 
color, treatment of photodamaged skin, improvement in skin's radiance and 
clarity and finish, and an overall healthy and youthful appearance of the 
skin, involving aberrant angiogenesis and hyperplasia. Thus, an 
antiangiogenic activity of SG00529 (preparation given) was evaluated in vitro 
my measuring an inhibition of proliferation of endothelial cells using 
HUVEC cells and lack of binding to human estrogen receptors (hER) a 
and p. At concns. of 3 mM and 0.3 raM, SG00529 inhibited 
proliferation of endothelial cells by 113% and 65%, resp., and did not 
bind to hERa and hERp. 
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AB Title compds. I [Rl = N, C-CN, CH, C-F, C-Cl, C,Br, C-I; G1-G4 = 

independently H, halo, alk (en/yn) yl, alkylsulf inyl, NH2 and derivs., etc., 
with the proviso that G3 or G4 are not -NH-R2 ; R2 = -CO-C.tplbond.C-R3, 
-CO-(R3)C:C(R3)2, etc.; R3 = independently H, alkyl, Ph, carboxy, etc.; X 
= NH, O, S, etc.; Z' = (un) substituted 1, 4-benzoquinone, 
1 , 4-naphthoquinone, 7-oxabicyclo [ 4 . 1 . 0 ] hept-3-ene-2 , 5-dione ; and their 



pharmaceutical]^ acceptable salts] were prepared as protein kinases, 
particularly protein tyrosine kinases, inhibitors. I are useful for 
treatment of diseases that are characterized, at least in part, by 
excessive, abnormal, or inappropriate angiogenesis , such as cancer, 
diabetic retinopathy, macular degeneration and rheumatoid arthritis. I 
inhibit angiogenesis by inhibiting a tyrosine kinase receptor enzyme, 
specifically KDR, and binding to the KDR in an irreversible manner. For 
example, reacting 2-amino-4 , 5-dimethoxybenzonitrile with DMF di-Me acetal, 
refluxing of amidine with 4-chloro-2 , 5-dimethoxyaniline and oxidation of 
dimethoxy intermediate with eerie ammonium nitrate gave quinazoline II. 
Quinazoline II (100 nM concentration) gave 83% inhibition of KDR kinase 
activity . 

Selected I were effective inhibitors of VEGF-dependent growth factor of 
HUVEC cells. 
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TI Preparation of pyridine and pyrimidine derivatives as hepatocyte growth 

factor receptor inhibitors, angiogenesis inhibitors, and tumor inhibitors 
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AB The title compds . I [Rl = alkyl, alkenyl, alkynyl, etc.; R2, R3 = H; R4 - 
R7 = H, halo, cyano, alkyl, etc.; R8 = H, alkyl; R9 = alkyl, alkenyl, 
alkynyl, etc.; VI, V2 = 0, S; W = NR; R = H, alkyl; X = CR10, N; R10 = H, 
halo, cyano, etc.; Y = O, S, sulfinyl, etc.] are prepared Thus, a solution of 
phenylacetylisothiocyanate in toluene was added to a mixture of 
3- [ 4- ( 4-aminophenoxy) pyridin-2-yl] -1-methyl-l- ( l-methylpiperidin-4-yl ) urea 
and D-10-camphorsulf onic acid in ethanol; the resulting mixture was stirred 
for 1.5 h to give, after workup and purification, 
1-methyl-l- ( l-methylpiperidin-4-yl ) -3- [ 4- [4- (3- 

phenylacetylthioureido) phenoxy ] pyridin-2-yl ] urea . In a test for the 
inhibition of hepatocyte growth factor receptor (HGFR) tyrosine kinase, 
compds. of this invention in vitro showed IC50 values of 0.016 |liM to 
0.1 nM. 
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AB The present invention provides a pharmaceutical composition for promoting 
angiogenesis, which has an angiogenesis promoting action 

even in a vascular culturing system, without effect of microcirculation. 
A pharmaceutical composition comprises at least one piperidine compound 
(I; R = benzoyl, amino benzoyl; alkanoyl amino 
benzoyl, alkyl amino benzoyl; Rl = H, alkyl; R2 = Ph 
alkyl) for promoting angiogenesis and prevention and therapy of 
diseases with insufficient development and regeneration of blood vessels, 
and various diseases caused by ischemia. For example, 
4- [N-methyl-N- (2-phenylethyl) amino] -1- (3, 5-dimethyl-4- 
propionylaminobenzoyl ) piperidine (Test Compound A, 5 mg) , starch 
(132 mg) , magnesium stearate (18 mg) and lactose (45 mg) were mixed, and 
tableted by conventional means to produce tablets. The Test Compound A 
clearly demonstrated to have angiogenesis promoting action in 
vitro in aortic rings embedded into type I collagen gel. 
RE.CNT 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 11 OF 26 CAPLUS COPYRIGHT 2009 ACS on STN 
AN 2005:260032 CAPLUS 
DN 142:336364 

TI Preparation of thiazolidinedione and 3 , 4-dihydropyrazol-3-ones as 

plasminogen activator inhibitor-1 inhibitors 
IN Muto, Susumu; Kubo, Asako; Itai, Akiko; Sotome, Tomomi; Yamaguchi, Yoichi 
PA Institute of Medicinal Molecular Design. Inc., Japan 
SO PCT Int. Appl., 43 8 pp. 

CODEN: PIXXD2 
DT Patent 
LA Japanese 
FAN.CNT 1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 


2005026127 




Al 




20050324 




WO 2004- 


JP13193 




20040903 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA, 


ZM, 


ZW 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 






AZ, 


BY, 


KG, 


KZ, 


MD , 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 






EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 






SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 






SN, 


TD, 


TG 




























EP 


1666 


469 






Al 




2 0 06060'/ 




EP 21 


304- 


772932 




20040903 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK , 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK, HR 


US 


20070276011 




Al 




20071129 




US 2007- 


571324 




20070220 <— 


JP 


2003 


-319 


191 




A 




20030911 




















WO 


2004 


-JP13193 




W 




20040903 





















ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

OS MARPAT 142:336364 

GI 



O 




AB A medicine having plasminogen activator inhibitor-1 (PAI-1) inhibiting 

activity comprises as an active ingredient a compound of the general formula 
(I) [wherein Rl, R2 = (un) substituted aromatic groups; W = a group selected 
from among linkage groups of formulas -X-C(:X)- and -C(R3):N- (wherein the 
left side bonds effect linkage with a carbon atom while the right side 
bonds effect linkage with a nitrogen atom; X = sulfur atom or NH; Y = 



oxygen or sulfur atom; R3 = a hydrocarbon group, hydroxyl, or carboxyl); Z 
= a single bond or a linkage group whose main chain has 1 to 3 atoms] or a 
salt thereof. This medicine is useful for the prevention and/or treatment 
of diseases caused by increased activity of PAI-1 or diseases caused by 
>2 of unusual states selected from thrombogenesis , fibrosis, organ 
fat accumulation, cell proliferation, angiogenesis, deposition 
or reconstruction of outer cellular matrix, and cell migration or 
metastasis. Thus, a mixture of 0.15 mmol 3 , 4-dihydroxybenzaldehyde, 0.15 
mmol 3- [3, 5-bis ( trifluoromethyl ) benzyl ] thiazolidine-2 , 4-dione, and 4 mL 
toluene was treated with two drops of AcOH and two drops of 
piperidine and heated at 90° for 40 min to give 
5- (3, 4-dihydroxybenzylidene) -3- [3,5- 

bis (trifluoromethyl ) benzyl ] thiazolidine-2 , 4-dione (II). II at 25 |uM in 
vitro inhibited >99% inactivation of 2-chain tissue-type plasminogen 
activator (tPA) by human PAI-1. 
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AB Title compds. I [wherein Rl and R2 = independently R3 , R8, NHR3 , NHR5, 



NHR6, NR5R5, NR5R6, SR5, SR6, SR3 , 0R5, 0R6 , 0R3 , C0R3, (un) substituted 
heterocyclyl, alkyl; R3 = independently aryl, (un) substituted Ph, 
heteroaryl; R5 = independently H, alkynyl, cycloalkenyl , aryl, R9, 
(un) substituted ( cyclo ) alkyl , alkenyl; R6 = independently C0R5, C02R5, 
CONR5R5, C (=NR5)NR5R5, S01-2R5; R8 = independently (un) substituted 
(hetero) monocyclyl, (hetero) bicyclyl, (hetero ) tricyclyl ] were prepared as 
inhibitors of enzymes that bind to ATP or GTP and/or catalyze phosphoryl 
transfer. Examples include a number of general synthetic methods, specific 
exptl. details for the preparation of selected invention compds . , and phys . 
bioassay data. For instance, 2 , 4-dichloro-l , 3 , 5-triazine was coupled with 
3, 4, 5-trimethoxyaniline in the presence of diisopropylethylamine in DMF to 
give the triazinamine (37%) . Subsequent reaction with 4-aminoveratrole 
using diisopropylethylamine in EtOH provided II (66%) . The latter was one 
of over 950 invention compds. tested for activity against the EGFR-1, 
IGFR-1, Akt3-1, Met-1, KDR-1, Zap-1, Lck-1, Itk-1, PDGFRB-1, Tek-1, 
ErbB2-2, EPHB4-1, ErbB4-l, FGFR1-1, Flt-1, Fyn-1, Hck-1, Lyn-1, Ret-1, 
and/or Src-1 receptors with IC50 values in ranges from <0.4 ng/mL to 
>4.5 |ug/mL. Thus, I and their compns. are useful for the treatment of 
diseases or conditions involving angiogenesis or vasculogenesis (no data) . 
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AB A treatment process is disclosed that comprises administering an effective 

amount of an aromatic sulfone hydroxamic acid I [W = H, cation, certain acyl 
thioacyl groups; m, n, p = 0-2; (m+n+p) = 1 to 4; Z = (un) substituted NH; 
X, Y = (un) substituted CH2; A = bond, O, S, (un) substituted NH, COO, OCO, 
CH:CH, C.tplbond.C, N:N, NHNH, NHCOO, (un) substituted CONH, NHCO, etc.; R 
= alkylene, arylene, heteroarylene, etc., with provisos; E = bond, CONH, 
NHCO, CO, S02, NHS02, S02NH, S, etc.; Y2 = absent, H, alkyl, alkoxy, aryl, 
aryloxy, heteroaryl, etc.] to a host having a condition associated with 



pathol. matrix metalloprotease (MMP) activity. I exhibit excellent 
inhibitory activity of one or more MMP enzymes, such as MMP-2, MMP-9 and 
MMP-13, while exhibiting substantially less inhibition of (at least) MMP-1 
(biol. data given). Also disclosed are metalloprotease inhibitor compds . 
having such selective activities, processes for manufacture of such compds., 
and pharmaceutical compns. using such inhibitors. The compds. are 
potentially useful against a wide variety of conditions, notably as 
antiosteoarthritic, antiangiogenesis, and antitumor agents. Over 900 
example compds. are listed, most with supporting phys . data, and many with 
synthetic details. E.g., a multi-step synthesis of the compound II.2HC1 was 
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AB The invention relates to title compds. I [wherein Ar = 6-membered aromatic 
ring containing 0-2 N atoms; Rl and R2 = independently H, halo, CF3, acyl, 
piperidinyl, piperazinyl, morpholinyl, or (un) substituted alkyl, 
alkoxy, amino, pyrrolidinyl , Ph, etc.; R3 = H, alkyl, OH, N02, NH2, 
alkylamino, alkoxyamino, or (un) substituted benzoylamino; R4 = 
H, OH, halo, CN, acyl, sulfamoyl, trialkylsiloxy , tetrazolyl, thienyl, 
pyrrolyl, pyrimidinyl, oxazolyl, furanyl, or (un) substituted alkyl, 
alkenyl, alkynyl, alkoxy, amino, oxadiazolyl, Ph, pyr idyl ( oxy ) , carbamoyl; 
Rll and R12 = independently H, F, or CI with the proviso that when one of 
Rll and R12 = F or CI, the other must be H; and pharmaceutically 
acceptable salts and esters thereof] . The invention also relates to the 
use of I and their pharmaceutical compns . for treating hyperprolif erative 
disorders and diseases associated with angiogenesis (no data) . 
Examples include representative syntheses for compds. of the invention, 
pharmaceutical compns. comprising them, and tumor model assays (no 
specific data given) . For instance, N-Boc-indole was coupled with di-Me 
oxalate using t-BuLi to give tert-Bu 

2- [methoxy (oxo) acetyl] -lH-indole-l-carboxylate (72%). Cyclization of the 
dione with 1 , 2-phenylenediamine in AcOH afforded the quinoxalinone II 
(77%) . 
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AB Title compds . I [A=B = bivalent n-bond radical; X = covalent bond, 

alkyl; Rl = H, alkoxy, alkylcarbonyloxy, aryloxy, etc.; R2 = OH, alkoxy, 
alkylcarbonyloxy, phenyloxy, etc.; R3 = alkyl, aryl, heteroaryl, etc.; 
R4-5 = H, alkyl, carboxy, aminocarbonyl, etc.; p = 0-3] are prepared 
N- [chloro ( l-methyl-4-phenyl-4- 

piperidinyl ) methylene] benzenemethanamine»HCl (100%). Addition of 
dimethoxyethanamine in DMF to give the piperidinecarboximidamide (100%), 
followed by reduction with NaOH provided 

1 -methyl- 4-pheny 1-4- [ 1- (phenylmethyl ) -lH-imidazol-2-yl ] piper idine ( 2 5% ) . 
Amidation with Et chlorof ormate in the presence of K2C03 and DEA in 
toluene gave II (86 %). All compds. of the invention showed a pIC50 = 7-8 
for the 5-opioid receptor and a pIC50 < 6 for the |u- and 



K-receptor in [35]GTPyS radioligand binding assays. I are 
used for the treatment of ischemic damage to an organ (heart, brain) and 
for the prevention of coronary artery diseases by inducing a 
cardioprotective effect and the treatment and prevention of stroke. 
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AB Title compds. I and II [wherein Rl = H, halo, or CN; R2 = H, CN, COR6, 
halo, or alkyl; R3 = CF3 or (un) substituted alkyl, Ph, furyl, thienyl, 
isoxazolyl, pyridyl, or benzodioxolyl ; R4 = H, alkyl, halo, or CN; X = O 
or NH; R5 = ( un ) substituted alkyl; R6 = H or alkyl; R7 = alkoxy, Br, CI, 
F, CF3, CN, C02H, NHCOR14, or (un) substituted alkyl, Ph, thienyl, pyridyl, 
pyrimidyl, pyrrolyl, furyl, oxazolyl, benzothienyl , benzofuryl, 
morpholinyl, pyrrolidinyl , piperidinyl, naphthyl, or 



benzodioxolyl ; Y = H, alkyl, alkoxy, CN, or halo; R8 = (un) substituted Ph; 
R9 = H, alkyl, Br, CI, or F; RIO = (un) substituted alkyl; R14 = alkyl; n = 

0- 2; or pharmaceutical^ acceptable salts thereof] were prepared as 
angiogenesis inhibitors. For example, etherif ication of 

1 , 6-dibromo-2-naphthol with dibromoethane gave the bromoethoxy derivative 
(93%) . Addition of NH2NH2-H20 in 2N HC1 and CH2C12 provided 

1- [2- [ (1, 6-dibromo-2-naphthyl)oxy]ethyl]hydrazine»HCl (78%) . 
Cyclization of the hydrazine with Et benzoylacetate afforded the 
pyrazolone (39%), which was treated with 1 , 1 ' - ( azodicarbonyl ) dipiperidine , 
PBu3, and EtOH to give III (78%). In an in vivo tumor model assay using 
human colon tumor HCT-116 cells implanted in mice, I and II significantly 
inhibited tumor growth compared to controls. All treatments were well 
tolerated with no lethality or weight loss in any group. Thus, I and II are 
useful for the treatment of hyper-prolif erative disorders and 
angiogenesis dependent disorders, especially colon, breast, and lung 
cancer . 
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AB Novel 3- (1, 2-dihydroquinolin-2-ylidene ) indolin-2-one derivs. represented 

by the following general formula (I) or salts thereof [wherein A, B, E, G, 
J= N, CH; Rl, R2 = lower alkyl, alkenyl, or alkynyl, Ra, X-(Cl-8 alkylene 
optionally substituted by ORb)-Ra, X-Cl-8 alkenylene-Ra, X-Cl-8 
alkynylene-Ra, provided that Rl and R2 are not substituted on N atom; X = 
0, CO, C02, 02C, S, SO, S02, NRb, NRbS02, S02NRb, CONRb, NRbCO, NRbCONRb, 
NRbC02, 02CNRb, a single bond; wherein Ra = halo-lower alkyl, halo, N02, 
cyano, ORb, 0-lower alkylene-NRbRc, C02Rb, CORb, CONRbRc, NRbRc, NRd-lower 
alkylene-NRbRc, etc.; Rb, Rc, Rd = H, lower alkyl, lower alkylene-RIN; RIN 
= (un) substituted saturated heterocyclyl, cycloalkyl, aryl, or heteroaryl; n, 
m = an integer of 0-4; provided that when A, B, E, E, G, and J are 
simultaneously C, they are not simultaneously N] are prepared Theses 
compds . have excellent effects of inhibiting VEGF and angiogenesis and an 
antitumor effect and, therefore, are useful as appropriate VEGF 
inhibitors, angiogenesis inhibitors and anticancer agents. They are 
useful as remedies for diseases in which angiogenesis participates, e.g. 
solid tumors and diabetic retinopathy. Thus, 0.3 mL benzoyl 
chloride was added to a solution of 510 mg 

6- [2- (1H-1, 2, 3-triazol-l-yl) ethoxy ] quinoline N-oxide in 25 mL CHC13 under 
ice-cooling and stirred at the same temperature for 30 min, followed by adding 
265 mg indolidin-2-one, and the resulting mixture was refluxed at 90° 
for 8 h to give 3- [ 6- [ 2- ( 1H-1 , 2 , 3-triazol-l-yl ) ethoxy ] quinolin-2 ( 1H) - 
ylidene] isoindolin-2-one (II). II and 

5-fluoro-3- (quinolin-2 ( 1H) -ylidene) isoindolin-2-one showed IC50 of 0.14 
and 0.00097 (iM, resp., for inhibiting the human recombinant 
VEGF-promoted uptake of [3H] thymidine in human umbilical vein endothelial 
cells (HUVEC) . 
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AB Claimed is a pharmaceutical composition comprising the title compds . [I; Rl = 
alkyl, aryl, or heteroaryl, which may be substituted with one or more 
groups selected from Cl-C20alkyl, C6-C01aryl, heteroalkyl, and heteroaryl; 
R2 = H, direct bond; R3, R4 = NH2, NHCOR5; R5 = R6, R7, R8; wherein R6 = 
alkyl, heteroalkyl, aryl, heteroaryl; R7 = (R6 ) k-alkylene, 
(R6)k-heteroalkylene, (R6 ) k-arylene, (R6 ) k-heteroarylene ; R8 = 
(R7) k-alkylene, (R7 ) k-heteroalkylene, (R7) k-arylene, (R7) k-heteroarylene; 
k = 1, 2, 3, 4, 5; n = 1, 2, 3, 4, 5], stereoisomers, polymorphs, 
solvates, and pharmaceutically acceptable salts thereof, and a 
pharmaceutically acceptable carrier, diluent or excipient. Theses compds. 
have anti-prolif erative activity, and may promote apoptosis in cells 
lacking normal regulation of cell cycle and death. The pharmaceutical 
formulations are useful in the treatment of hyperprolif erative disorders, 
which disorders include tumor growth, lymphoprolif erative diseases, and 
angiogenesis . Thus, diazotization of p-anisidine with NaN02 in aqueous HC1, 
followed by coupling with malononitrile and then cyclocondensation with 
hydrazine hydrate in EtOH under reflux gave 70% 

3 , 5-Diamino-4- (p-methoxyphenyl ) hydrazonopyrazole (II). II and its 
demethoxy derivative showed IC50's of 1 and 0.6 |iiM, resp., against integrin 
linked kinase. 
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AB Title compds. A1Z2Z1AXYY5 ( Y3 ) (Y4)CH2CORb [I; wherein ring A = 

(un) substituted 4-8 membered monocyclic or 7-12 membered bicyclic ring 

containing 1-4 heteroatoms , selected from O, N, or S ; Al = (un) substituted 5-9 

membered monocyclic or 7-14 membered polycyclic heterocycle containing at 

least 1 N and optionally 1-4 heteroatoms or groups selected from O, N, S, 

S02, or CO; Zl = CH2, O, CH20, NH, CO, S, SO, CH(OH), and S02; Z2 = 

(un) substituted 1-5 C linker optionally containing 1 or more heteroatoms 

selected from O, S, and N; Z1Z2 may contain a carboxamide, sulfone, 

sulfonamide, alkenyl, alkynyl, acyl, or (un) substituted 5- or 6-membered 

(hetero) aryl; X = CHRe, NRf, O, S, S02, or CO; Re = H, ( cyclo ) alkyl , 

alkoxy (alkyl) , OH, alkynyl, alkenyl, haloalkyl, thioalkyl, or aryl; Rf = 

H, (halo) alkyl, aryl, or benzyl; Y = (CH2)p, CHRg, NRg, CO, or S02; Rg = 

H, (halo) alkyl, alkoxyalkyl, alkynyl, (hetero ) aryl , OH, alkoxy, or 

carboxyalkyl ; p = 0-1; XY may contain acyl, alkyl, sulfonyl, amino, 

(thio) ether, carboxamido, sulfonamide, aminosulf onyl , or olefin; Y3 and Y4 

= independently H, (halo) alkyl, halo, (hetero) aryl, hydroxyalkyl , alkynyl, 

etc.; Rb = X2Rh; X2 = 0, S, or NR j ; Rh and Rj = independently H, 

(ar) alkyl, acyl, or alkoxyalkyl; with provisos] and their pharmaceutically 

acceptable salts were prepared for selectively antagonizing the 

avP3 and/or the avP5 integrin without significantly 

antagonizing the fibrinogen Ilb/IIIa integrin. For example, 



3- (hydroxymethyl ) benzonitrile was protected with 3 , 4-dihydro-2H-pyran 
(89%) and treated with H0NH2-HC1 to give the benzenecarboximidamide 
(98%) . Cyclization with 3-methylglutaric anhydride in the presence of Mel 
(64%) and deprotection (98%) gave the Me 1 , 2 , 4-oxadiazolebutanoate (64%). 
Oxidation to the aldehyde, followed by reductive addition of 2-aminopyridine 

and 

workup, afforded the oxadiazolebutanoic acid (II). In vitronectin 
adhesion assays, I antagonized the avP3 integrin and the 
avP5 integrin with IC50 values of 0.1 nM to 100 nM and < 50 
|uM, resp. I are useful for the treatment of tumor metastasis, solid 
tumor growth, angiogenesis, osteoporosis, humoral hypercalcemia of 
malignancy, smooth muscle cell migration, restenosis, atherosclerosis, 
macular degeneration, retinopathy, and arthritis (no data) . 
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AB Title compds. I [m = 1-10; X = (CH2)n, CO, 0, C:NOR10, NR11, (CH2)n, S, 
SO, or S02; n = 1-3; RIO = alkyl; Rll = (un) substituted alkyl or Ph; B = 
(cyclo) alkyl, aryl, pyridyl, thienyl, furyl, or pyrrolyl; Rl = H, halo, 
OH, N02, CN, hydroxyamidino, CH2NH2, f ormamidomethyl , (un) substituted 
alkenyl (oxy ) , alkynyl, or YW; Y = absent or alkyl, alkoxy, 0, S, or CO; W 
= H, OH, (un) substituted Ph, alkoxy, or amino; ring A is optionally 
substituted with halo, OH, N02, CN, or (un) substituted alkyl, alkoxy, PhO, 
carboxy, carbamoyl, amino, amido, aralkyl, alkenyl, or alkynyl; with 
provisos; and racemic mixts., racemic diastereomer ic mixts., tautomers, 
optical isomers, and pharmaceutical^ acceptable salts thereof] were 
prepared as protein kinase inhibitors, especially tyrosine kinase inhibitors. 
Thus, indan-l-one hydrazone (preparation given) in THF at 0° was treated 
with BuLi and then with Me 3 , 4 , 5-trimethoxybenzoate to give 
3- (3, 4, 5-trimethoxyphenyl ) -1, 4-dihydroindeno [1, 2-c ] pyr azole . Example 
compds. significantly inhibited KDR kinase at concns. of < 50 
M-M. 
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AB Indazole compds . I [Rl = substituted or unsubstituted aryl or heteroaryl, 
R3CH:CH, R3N:CH; R2 = substituted or unsubstituted aryl, heteroaryl, Y-X; 
R3 = substituted or unsubstituted alkyl alkenyl, cycloalkyl, 
heterocycloalkyl, aryl, heteroaryl; Y = 0, S, C(:CH2), CO, SO, S02, 
alkylidene, NH, N(C1-C8 alkyl); X = substituted or unsubstituted aryl, 
heteroaryl, NH(alkyl), NH ( cycloalkyl ) , NH (heterocycloalkyl ) , NH(aryl), 
NH (heteroaryl ) , NH(alkoxy), NH (dialkylamide) ] and their pharmaceutically 
acceptable prodrugs, active metabolites, and salts are disclosed. The 
compds. modulate and/or inhibit the activity of certain protein kinases. 
In particular, I and pharmaceutical compns. containing them are capable of 
mediating tyrosine kinase signal transduction, and thereby modulate and/or 
inhibit unwanted cell proliferation. The invention is also directed to 
the therapeutic or prophylactic use of pharmaceutical compns. containing such 
compds., and to methods of treating cancer and other disease states 
associated with unwanted angiogenesis and/or cellular proliferation, such as 
diabetic retinopathy, neovascular glaucoma, rheumatoid arthritis, and 
psoriasis, by administering effective amts. of such compds. E.g., I [Rl = 
(E) -3, 4- (MeO) 2C6H3CH:CH; R2 = 4-HO-3-MeOC6H3 ] (II) was prepared from 
6-aminoindazole by diazotization and substitution with iodide, protection 
of the indazole nitrogen with 2, 4, 6-Me3C6H2S02Cl, coupling of the 
regioisomeric mixture with 4- (methoxymethoxy ) -3-methoxybenzeneboronic acid 
in the presence of dichlorobis (triphenylphosphine ) palladium, and 
deprotection of the indazole moiety and iodination at the 3-position of 
the indazole. Treatment of the 3-indazolyl iodide with sec-butyllithium, 
phenyllithium, and DMF, regioselective protection of the indazole with 
2, 4, 6-Me3C6H2S02Cl, olefination with 

3 , 4-dimethoxybenzyltriphenylphosphonium bromide, deprotection of the 
indazole, deprotection of the methoxymethyl group, and equilibration of 
the double bond with iodine gave II. Biol, data on protein kinase 
inhibition, cell proliferation inhibition, neovascularization inhibition, 
and i.p. and oral bioavailability, are given. 
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AB The title compds . R20C (O) CRlR2S02NR3aR3b (I) [wherein Rl and R2 taken 
together with the C to which they are attached = (un) substituted 
heterocyclyl or cycloalkyl ; or Rl and R2 = independently H, 
(un) substituted ( cyclo ) alkyl , alkyloxylalkyl , alkylthioalkyl , alkenyl, 
alkynyl, aryl (alkyl), heterocyclyl (alkyl) , etc.; R3a and R3b = 
independently H or (un) substituted alkyl, alkenyl, alkynyl, (hetero) aryl, 
heterocyclyl, cycloalkyl, or alkoxyalkyl ; R20 = OH, alkoxyl, aryloxy, 
NH-OR22, or NH-OR14; R22 = selectively removable protecting group, such as 
2-THP, benzyl, trisubstituted silyl, O-N02C6H4, etc.; R14 = H, a cation, 
or acyl] were prepared as selective matrix metalloproteinase (MMP) 
inhibitors for the treatment of various conditions, such as pathol. 
breakdown of connective tissue, osteoarthritis, inflammation, tumor 
growth, and angiogenesis . Examples include the syntheses of 
over 50 piperidinylsulf onyl and piperazinylsulf onyl hydroxamic 
acids and their intermediates. In vitro MMP assay data for I show 
selective inhibition of MMP-2 and MMP-13 compared to MMP-1. Some 
inhibition assay data for MMP-3, MMP-7, MMP-8, MMP-9, and MMP-14 are also 
given. Thus, II was prepared in a multi-step sequence involving addition of 
MeOC(0)Cl to 1- (methylsulf onyl ) -4- (benzyloxy ) piperidine (4-step 



preparation given) to form the methylene sulfonamide, cycloaddn. of 
dibromodiethyl ether to give the THF-substituted sulfonamide, 
deesterif ication, addition of 0- (tetrahydro-2H-pyran-2-yl ) hydroxylamine to 
form the THP hydroxamate, and deprotection to yield the desired hydroxamic 
acid. II inhibited MMP-1, MMP-2, and MMP-13 with IC50 values of < 10,000 
nM, 7.0 nM and 20.0 nM, resp. 
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AB This invention relates to the preparation and use of O-substituted fumagillol 
derivs. of formula I [Rl = (substituted) 2-methyl-l-propenyl , 

(substituted) isobutyl; R2 = alkanoyl, aroyl, aromatic heterocycle-carbonyl , 
carbamoyl, alkyl, alkylsulf onyl , alkoxycarbonyl , etc.], or salts thereof 
preferably, 0- (N-chloroacetylcarbamoyl ) fumagillol, 
0- (N-chloroacetylcarbamoyl ) dihydrof umagillol or 

0- (N-chloroacetylcarbamoyl) -6 ' b-hydroxyf umagillol , which have angiogenesis 
inhibitory activity, in the treatment and prevention of various diseases 
caused or advanced by abnormally hyperactive angiogenesis, especially various 
inflammatory diseases (rheumatism, psoriasis, etc.), diabetic retinopathy 
and cancer and other angiogenesis-dependent tumors, especially Kaposi's 
sarcoma, 



breast cancer, colon cancer. Thus, II (AGM-1470) was prepared from 
fumagillol and chloroacetyl isocyanate in 71% yield. The T/C ratio of II 
in the B16 mouse melanoma model was 0.47 after 2 wk and 0.20 after 3 wk . 
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AB The present invention relates to compds . and derivs. thereof, their 
synthesis, and their use as integrin receptor antagonists. 
3 (S) - (2, 3-dihydrobenzofuran-6-yl)-3-{2-oxo-3- [3- (5, 6,7,8- 

tetrahydro [1,8] naphthyridin-2-yl ) propyl ] pyrimidin-l-yl } propionic acid and 
3 (S) - (3-f luorophenyl) -3-{2-oxo-3 (R or 

S)-[3-(5,6,7, 8-tetrahydro [1,8] naphthyridin-2-yl ) propyl ] piper idin 
-1-yl }propionic acid and 4- [ 2- ( 2-aminopyridin-6-yl ) ethyl ] benzoyl 
-2 ( S ) -4-iodosulf onylamino-p-alanine were prepared in multistep 
processes. More particularly, the compds. of the present invention are 
antagonists of the integrin receptors avp3, 
avp5, and/or avp6 and are useful for 

inhibiting bone resorption, treating and preventing osteoporosis, and 
inhibiting vascular restenosis, diabetic retinopathy, macular 
degeneration, angiogenesis, atherosclerosis, inflammation, wound 



healing, viral disease, tumor growth, and metastasis. 
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AB The title compds . [I; Rl = CH:CMe2, ( un ) substituted CH2CHMe2; R2 = 

substituted alkanoyl, aroyl, (un) substituted heterocyclylcarbonyl , CONH2, 
alkyl, etc.] were prepared, e.g., by acylation of I (R2 = H) . Thus, 
fumagillol was stirred 20 h with diglycolic anhydride in pyridine to give 



I (Rl = COCH20CH2C02H, R2 = CH:CMe2) which reduced bovine fibroblast 
growth factor-induced angiogenesis in cornea of 8 of 8 rats evaluated 
after 7 days. 
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AB The title compds . [I; Rl = (un) substituted CH:CMe2, CH2CHMe2; R2 = 

substituted alkanoyl, aroyl, (un) substituted heteroarylcarbonyl , CONH2, 
alkyl, PhS02, alkylsulf onyl , H2NS02, alkoxycarbonyl , Ph02C] were prepared 



Thus, fumagillol was stirred 2 h at 0° with C1CH2CONCO in CH2C12 
containing dimethylaminopyridine to give I (Rl = CH:CMe2, R2 = C0NHC0CH2C1) 
which suppressed B16 mouse melanoma tumor growth to 20% that of controls 
after 3 wk in mice receiving 30 mg/kg s.c. every other day. 
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